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Atty^ Docket 1011S&-2 

^^MnmOMAl. PET^T1nH F-° '^^^..nM OF TIME 
„ any extension of time for this response is required. Applicants request that this 
heconsidoredapetitiontnerefore. Pie^e charge the required fee to Depos« Account No. 

14-1263. 

^f^ pmONALFEES 

Please chaise any further insufficiency of fees, or credit any excess to Deposit 
Account No. 14-1263. 

REMARKS 

I glaetloP WHh Traverse ^ Rastrietion Requirement 

Applicants provisionally elect with traverse. GROUP 7 encompassing a point 
mutation at position 1541 , 

and elect species wherein 1541 C T; 1633A; 1666C; the species described in 
claim 3. 

I, r^r^rr.^ in Supr~* Tmversinn ThB Ri^ftfriatlon Requirement 

PAft ponse to Examiner's Remarks 

1 Examiner asserts that Applicants' amendments and remarks necessitated a new 
restriction. Clarification Is requested. The previous response simply amended claim 1 to 
overcome the appHed reference to Turi^l et al. This reference was the sole basis 
supporting the alleged lack of unity of Invention because the claims did not distinguish 

over the 3Ti, ^ . 

,t is not clearfrom this amendment why the Examiner deemed it zzgcesssofto «sue 

a new restriction requirement No reasoning is presented. Neither Is it clear how the 
remarics filed with the amendment necessitated the additional requirement as Examiner 
provided no explanation. 

Clartfication of this reasoning is respectfully requested. 
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2 On.h,topo.paaeo.«.ea«..on.ex=«-.n«applfes37C.F.R.1.475(d). How«er » 
Imple «Med products, but to muKiple wreteterfproduot,! e.g, cl«m 1 W a prolsm. and 

Z plin. A«.n,a*».y. p„duC. .=fl«h^ In a Ma*»h g«up. 

then1.475{d)WOUldapply.See1.1475{e). ♦ho M*»im must 

,n other woids. before 1 .475(d) can be applied to a Markush olam,. fljeclamumist 
..n .h. Pf^r s un^ '"^--"ti^n This test is reproduced in the next sect«)n. 

support for this fmerpretatlon can be found on materials downloaded from the PTO 
website in the fom^ofapresemation entitled ^/./^.//.^//on^/a^-^^^ 
Special Program Examiner Julie BurRe. A few of the more relevant pages are attached 

herewith. 
9 The presentation's title page. 

. Page 2 indicates that variants of a single gene are not viewed as distinct 

inventions. 

. Page 3 indicates a generic type of ISflarkush claim for sequences. 

• Page 4 page gives an example of a preper PCT unity of invention analysis of the a 

hypothetical group of DNAs used for detecting Salmon^M 

, Pages 5 and 6 pages Indicate the preper application of 37 CFR § 1 .1475(d). 

specifically, that multiple products must be unrelated in structure and function. 

3 Examiner also Indicates that -there is no method of making the polynucleotide " 
Resoectfully. § 112 issues do not figure in PCT unity of invention detemiinations. In case 

discloses the sequence of each PGR and sequencing primers necessary to detenn.ne the 
presence of any of the claimed mutations in a subject's genome. 

4 Examiner states "as Applicant points out, each allele is a non-obvious variant of the 
oihers." The undersigned respectfully requests that Examiner klentlfy with specificrty 
where within the previous response this concession was made. 
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,. « ^.rther poln.«J ou. pafK,.able disUncmess between aHem=««« o. a ^ 
MaHoish aroup inelevant h *e POT un«, of Mention tnqu.nr, unless *e e,^ c,=»n 
Ce a«a«emaHves)ienotdlett,guishedover.hepnorart. •mepnor»nendn,e« 

examination on the merits ensues. 

meumEx«n.ne,-a«=«c«onre<,w.«m.n,d=e,no,prop»1yte»owf™mthePOT 

™,es ^sardin, Ma*u.h prac«ce. See MPEP S Appendix Al Adn,.,ia.ra«ve ,ns.n,CK,ns 
Under the PCT; part B - Unity of Invention. 

The rule reads as follows: 

met when the alternatives are of a similar nature, 
fulfilled: 

(A) an alternatives have a common property oractivity. and 

(B) (1 ) a common structure i, present, i.e.. a significant strurtural element is 
shared by all of the alternatives, or 

art to which the invention pertains. 

w ««fiwmfil above the words -significant staictural element is 
(ii) in paragraph ^'^'"^^^^^^^^^ ^here the compounds share a 

shared by all of the alternatives reter ^° . ^ ^^^^ structures, or in 

common chemical structure ^^^'^h o^.cup^^^^^^^ ^^^^^^ 

TxSg prira" ^stnictural element may be a s^jgie component or a 
combination of individual components linked together. 

,n paragraph (f)(i)(B)(2). above, --J,:;--^^^^^^ that 
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iM The fact that the alternatives of a Wlarkush grouping can be differently 
SrasSffei s"^^ norta'en alone, be considered to be iuatif,c«t.on for a fndmg of a 
lack of unity of invention. 

M When dealing with alternatives, if it can be shown that at least one Markuah 
LtraXe i no? novel over the prior art. the question of unity <»f.;nvent|on shall be 
r^con'S^red by the examiner. Reconsider^tior, does not necessanly Imply that an 
objection of lack of unity Shall be raised. 

(Emphases added). 

unity of invention exists between the alternatives of a Markush group, when 
the alternatives possess atechnlcal interrelationship and share a corresponding 
special technical feature. This arises when a claim satisfies (f)(i)(A) and erther of 
(f)(iKB)(1) or(f)ti)(B)(2)- 

The following analysis is based on these rules for PCT unity of Invention 
compliance of the instantly claimed Markush group of claim 1 . 

Claim 1 recites a Markush group of 1 2 point mutations in the human bela-2 
adrenergic gene. This gene is depicted in Figure l as being 2679 base pairs In length. 
Further, the role of these mutants as diagnostic tools for examining potential malfunctions 
of the autonomic nen^ous system (ANS) are described from pape 4-6. 

The stepwise analysis is directed toward detemiining whether the Markush group 
in claim 1 satisfies (f)(1)(A) and either of (f)(i){B)(1) or {f)(i)(B)(2). 

ffimfA) all altem«th/fis have a common prop erty or^<^vltv, and... . 

Applicants describe the mutants as being indicative of the state of of ANS 
functioning. Some of the relevant functions of the ANS are described In the specification; 
e.g.. blood pressure, heart rate, noradrenalin levels, etc. See specification, page 6. All of 
the claimed variants relate to ANS functioning. 

Applicants respectfully suggest that the claims satisfy criterion A) of the PCT test. 

Examiner has, without any evidence or solid scientific reasoning, stated that the 
mutants are "directed to an indadpherable number of diseases." This is factually 
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incorrect and purely speculative: and as such it is not sufficient as a basis of maintaining 
tne restriction requirement. 

Further, Examiner's conclusion runs counter to the longstanding rule of In re 
Msrzocohn^^ USPQ 367. 370 (CCPA 1971)). see MPEP § 2163 {"A description as filed is 
presumed to be adequate, unless or until sufficient evidence or reasoning to the contrary 
has been presented by the examiner to rebut the presumption.') Applicants have clearly 
described the aspects of ANS functioning that relate to the gene and its variants. 
Wazocc^/states that only scientific evidence or solid soieirtlfic reasoning can rebut 
statements In Applicants' disclosure. 

NO such evidence or reasoning is offered to support the conclusion that the 
claimed variants relate to an Indecipherable number of diseases. 

The alternative mutants in claim 1 cleariy have the same technical interrelationship. 
It Is submitted that criterion A) is satisfied. 

^^^«y> ^ . n^mmnn struct , . i. nr^s^nt i.e.. a ^innifioant struch, ml element is shared bv 
all Of the alternatives... 

Each of the twelve point mutations represent a single base change in a sequence 
of 2679 base pair«. -merefore, each of the mutants possesses 2677 bp out of 2679 bp. 
Each individual mutant shares 99.99% structural identity. 

Similarly, a variant possessing aH of these mutations would share 12679-12-] 2867 
out of 2679 base pairs. Therefore a mutant harboring all of the base substitutions of 
claim 1 would share no less than 99.5% of the same structure as snu other single point 
mutant, nr an y combinafHon of mu m pla-replacement mutant^. 

in view of the fact that any single or multiple-replacement mutant cannot differ by 
more than 99.5%. it is clear that these mutants share a common structure as required by 
the PCT guidelines. 
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III nQNCLUSION 
The foregoing discussion cleariy indicates that the examination instmctions 
provided in the Administrative InslnJCtion Under the PCT, Annex B. Part 1. paragraphs 
tn(0(A) and (f)(i)(B)(1) are both satisfied. In accordance with PCT Rule 1 3.2, the variants 
described in claim 1 are of a similar nature and therefore possess unity of invention. 

In accordance. Applicants earnestly solicit withdrawal of the restriction 
requirement. 

Applicants believe in good faith that they have traversed to two restriction 
requirements issued 14 months apart. It is respectfully requested that eariy consideration 
and notification of the status of the instant restriction requirement be communicated to the 
undersigned. 



Respectfully Submitted, 

Norrts. McUughim & Marcus 

22a East 42nd Street 
New York, NY 10017 
Telephone (212) 808-0700 
!:assimile 12l2J.fl9B^.8M 




Theodore Gottlieb, PhD 
Reg. Nr. 42,597 



RECEIVED 

©IffmALRXCEMTER 

OCT § 9 2003 
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